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Introduction: Iptacopan is a first-in-class, oral, selective inhibitor of factor B, a key
component of the complement system alternative pathway. Inhibition of the complement
system represents a potential mechanism for treatment of several diseases including
paroxysmal nocturnal hemoglobinuria and atypical hemolytic uremic syndrome. At the
current clinical dose of 200 mg twice daily, the steady-state area under the concentration
curve (AUC) and peak concentration (Cmax) are 25,600 ng<hr/L and 4,120 ng/mL,
respectively. In this randomized, participant-blinded, placebo-controlled phase 1 study, we
evaluated the pharmacokinetics (PK) of single high doses of iptacopan.

Methods: Iptacopan single doses of 400 mg (n=6), 800 mg (n=9), and 1200 mg (n=9) were
included in this study, representing <6-fold higher doses than the clinical dose of 200 mg
twice daily. The study population included healthy men and women aged 18-55 years. The
log-transformed PK parameters AUC and Cmax Were analyzed separately using a linear
model with treatment as fixed effect.

Results: Twenty-four patients received iptacopan and 8 received placebo. The median age of
participants in the 400-, 800-, and 1200-mg groups was 51.5, 35, and 36 years, respectively.
Following a single oral administration, iptacopan was rapidly absorbed with Cnax at 1.06, 2.00,
and 2.52 hours for 400-mg, 800-mg, and 1200-mg doses, respectively (Table). Variability
(CV% geometric-mean) in iptacopan plasma concentrations were low to moderate (16.6%-
30.6%) at Cmax. After administration, iptacopan plasma concentration-time profiles increased
over the dose range of 400 to 1200 mg and were biphasic, with an inflection point at
approximately 12 hours (Figure). Compared to the 200 mg twice daily steady-state PK, the
1200 mg single dose resulted in Cmax and AUC exposure multiples of 4.0 and 6.5-fold,
respectively. The mean apparent elimination half-life was similar across all doses, ranging from
20 to 21 hours. Iptacopan was well tolerated with no moderate or severe treatment-emergent
adverse events reported.

Conclusion: Iptacopan was rapidly absorbed after administration of single oral doses ranging
from 400 to 1200 mg. Variability in iptacopan plasma concentrations were low to moderate over
the dose range studied and half-lives were similar. Supratherapeutic, single doses up to 1200-mg
were well tolerated and resulted in substantial multiples of iptacopan systemic exposure.



Concentration (ng/mL)

Table. Summary of PK Parameters?

PK parameter Iptacopan 400 mg Iptacopan 800 mg Iptacopan 1200 mg
n=6 n=9 n=9

AUCins, heng/mL 94200 (x31000) 133000 (£32400) 168000 (+18600)

AUCas, heng/mL 87600 (+25700) 125000 (£24700) 163000 (+19000)

Chnax, NG/ML 10800 (+2810) 11600 (+1910) 17200 (£5210)

Trmax, hP 1.06 (0.833-1.98) 2.00 (1.00-4.05) 2.52 (0.767-4.00)

CL/F, mL/h 4660 (+1540) 6360 (+1540) 7240 (£790)

Vz/F. mL 148000 (+68900) 186000 (£47500) 224000 (x71400)

Tz, h 24.8 (+17.6) 22.4 (+10.8) 21.5 (+6.19)

AUC, area under the concentration-time curve; CL/F, apparent plasma clearance; Cmax, maximum concentration;

CV, coefficient of variation; T, half-life; Tmax, time to maximal concentration; Vz/F, apparent volume of

distribution.

a Statistics are arithmetic mean (£ SD)
b For Tmax, Statistics are median (min-max).

Figure. Arithmetic Mean (SD) Concentration-Time Profiles by Dose
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